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[57] ABSTRACT

The present invention relates to thiazole derivative
represented by the general formula (I):

S R2
4 I
N RS
Rl

or a pharmaceutically acceptable salt thereof, which has
a selective agonistic activity for 5-HT3 receptor, a phar-
maceutical composition thereof, and a process for pro-
ducing the same.
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1
THIAZOLE DERIVATIVES

This application is a 371 of PCT/JP91/01428 , Oct.
18, 1990. 5

1. Technical Field

The present invention relates to novel thiazole deriv-
atives and pharmaceutically acceptable salts thereof
having 3-HT3 receptor agonist activity, pharmaceutical
compositions thereof, and processes for producing the
same.

2. Background Art

While it 1s acknowledged that, roughly classified,
there are 4 types of serotonin (5-HT) receptors, the
neuronal serotonin (5-HT) receptors located in the pri-
mary afferent nerves of the enteric nervous system or of
the central nervous system are considered, as of this
day, to be 5-HT3 receptors. Regarding such 3-HT3 re-
ceptors, many compounds having 5-HT3 receptor an- 5,
tagonist activity have so far been discovered. For exam-
ple, the compounds described in British Patents
2,125,398, 2,166,726, 2,126,728 and 2,153,821 are known
to have such activity. However, there has not been
discovered a compound having selective 5-HT3 recep- 25
tor agonist activity.

DISCLOSURE OF INVENTION

The inventors of the present invention conducted
extensive studies regarding 5-HT3 receptors, created a 30
variety of compounds and subjected them to a screen-
ing. As a result, they discovered that a novel thiazole
derivative of the following general formula (I) possesses
excellent selective 5-HT3 receptor agonist activity and
accomplished the present invention. The thiazole deriv- 33
ative of the general formula (I) exhibits its action by
inducing release of acetylcholine from the efferent
nerve endings. It is thought that any 5-HT3 receptor
agomist drug i1s useful particularly in disorders of the
digestive system.

- S " RZ (1)
=
N R’
RI

~ (wherein R! means a lower alkoxy group, R2and R3are
either such that R2 means a hydrogen atom and R3 >0
means a group of the formula —Y—Het (where Y
means a single bond or a lower alkylene group and Het
means a nitrogen-containing heterocyclic group) or
such that R%and R3 combined together mean a group o
the formula. B
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_(CHZ)M—N__' (CH3)p

R4
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(where m and n each means 1 or 2 and R*means a lower
alkyl group), and X means a group represented by one
of the following formulas: —NH—,

65
O O O
| | |
—NHCNH—, —C—NH—, —NHC—)
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It is, therefore, an object of the present invention to
provide a thiazole derivative of the above general for-
mula (I) or a pharmaceutically acceptable salt thereof.

Another object of the present invention is to provide
a pharmaceutical composition comprising aforemen-
tioned derivative or salt, and a pharmaceutically accept-
able carrier.

It 1s still another object of the present invention to
provide processes for producing the aforementioned
derivative or salt.

The compound of the above general formula () is
now described in further detail.

Throughout this specification, the term “lower”
means, unless otherwise indicated, a straight or
branched carbon chain containing 1 to 6 carbon atoms.

Thus, the “lower alkyl group” includes methyl, ethyl,
propyl, 1sopropyl, butyl, isobutyl, sec-butyl, tert-butyl,
pentyl, tsopentyl, hexyl, isohexyl and so on. The group
meant by “lower alkoxy group” includes methoxy,
ethoxy, propoxy, isopropoxy, butoxy, isobutoxy, sec-
butoxy, tert-butoxy, pentyloxy, 1sopentyloxy, hexyloxy,
isohexyloxy and so on. Furthermore, “lower alkylene
group” includes methyiene, ethylene, methylmethylene

CH;

|
(—CH—),

trimethylene, 1-methylethylene

CH3

| I
(—CHCH—),

2-methylethylene

CH3

|
(—CHCH2™),

tetramethylene, l-methyltrimethylene,  2-methyl-
trimethylene, 1-ethylethylene, 2-ethylethylene, penta-
methylene,  I-methyltetramethylene, 2-methyltet-
ramethylene, 3-methyltetramethylene, 4-methyltet-
ramethylene, hexamethylene and so on.

Moreover, the nitrogen-containing heterocyclic
group forming R3 means a 5- to 6-membered heterocy-
clic group containing 1 nitrogen atom. Representative
species of the heterocyclic group are pyrrolidinyl, pyr-
rolyl, piperidyl, pyridyl and so on.

The compound of the present invention contains
double bonds and may contain asymmetric carbon
atoms depending on substituent groups. Therefore, the
compound of the present mvention include various
mixtures of 1somers and individual 1somers, such as
geometrical 1somers, tautomers and optical 1somers.

The compound (I) of the present invention may form
acid addition salts. Among specific such salts are addi-
tion salts with mineral acids such as hydrochloric acid,
hydrobromic acid, hydroiodic acid, sulfuric acid, nitric
acid, phosphoric acid, etc., organic acids such as formic
acid, acetic acid, propionic acid, oxalic acid, malonic
acid, succinic acid, fumaric acid, maleic acid, lactic
acid, malic acid, tartaric acid, citric acid, methanesul-
fonic acid, ethanesulfonic acid, etc. and acidic amino
acids such as aspartic acid, glutamic acid, etc.
Production Processes
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The compound and salt of the present invention can
be produced by application of a variety of synthetic
processes utilizing the respective features of their skele-
tal structures or substituent groups. Some representa-
tive processes are now described below by way of ex- 1
ample.

Process 1

S RZ O 10
] ]

|
NHCNH; + Z—CH—C—R’

(1I1)

(=1

RI

(I1)

15

20
(Ia)

(wherein R/, R2 and R3 have the meanings respectively
defined hereinbefore and Z means a halogen atom such
as Cl and Br)

This production process comprises reacting a thio-
urea derivative of the general formula (II) with an a-
halogenoketone derivative of the general formula (IIT)
to synthesize a thiazole derivative of the general for-
mula (Ia). This reaction is, for example, conducted in a
solvent such as alcohol, acetone, ether, tetrahydrofuran,
digrime, dioxane, etc. at room temperature or under
warming.

25
30

35

Production Process 2

S R2
N=C=0 <+ HzN—< I _—
N RS

(V)

40
(IV)

O S R2
|
NHCNH—< |

N RS

(Ib)

45
Rl

(wherein R1, R2and R3 have the meanings respectively
defined hereinbefore)

'This production process comprises reacting an 1S0Cy-
anate derivative of the general formula (IV) with an
amine compound of the general formula (V) to synthe-
size an urea derivative of the general formula (Ib). This
reaction 1s generally conducted in a solvent such as
chioroform, dichloromethane, 1,2-dichloroethane,
ether, tetrahydrofuran, acetone, etc., under cooling or
at room temperature.
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Production Process 3

S R2
COH  + HzN—< I —_S
N R

(VD)

65

1
R (V)
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-continued
Production Process 3

8 S R2
Il
bne |

N RS

R (Ic)
(wherein R1, R? and R3 have the meanings respectively
defined hereinbefore)

This production process comprises reacting a carbox-
ylic acid derivative of the general formula (VI) with an
amine derivative of the general formula (V) to synthe-
size an amide derivative of the general formula (Ic).
This reaction 1s generally conducted using an activating
agent of a carboxylic acid, such as ethyl chlorocarbon-
ate or, dicyclohexylcarbodiimide (IDCC) and 1-hydrox-
ybenzotriazole (HOBT), in a solvent such as methylene
chloride, chloroform, 1,2-dichloroethane, dimethyi-
formamide, etc. under cooling or at room temperature.

Production Process 4

S R2
NH; + H02C—< I —
N RS

(VID)

1
R (VII)

O S RE
|
NHC—< I
N RS

R o)
(wherein R1, R2 and R3 have the meanings respectively |
defined hereinbefore)

This process comprises reacting an amine derivative
of the general formula (VII) with a carboxylic acid
dernivative of the general formula (VIII) to synthesize an
amide derivative of the general formula (Id).

This process is carried out in the same manner as
Production Process 3.

INDUSTRIAL APPLICABILITY

By acting specifically on the neuronal 5-HT3 recep-
tors located in the enteric nervous system, the com-
pounds of the present invention are useful for the treat-
ment of disorders of the digestive system, namely senile
constipation, atonic constipation, diabetic motor disor-
der of the digestive tract, postoperative motor disorder
of the digestive tract, retention of gastric contents, dys-
pepsia, flatulence and so on.

Furthermore, since the compound of the present
imnvention shows a behavior analogous to that of 5-HT
toward the inhibitory presynaptic 5-HT3 receptors lo-
cated 1n the central nervous system, it 1s useful for the
treatment of such symptoms as mental disorders (for
example, schizophrenia and depression), anxiety and
dysmnesia. In addition, it is foreseen that through acti-
vation of dopaminergic neurons in the central nervous
system, 1t may find application in improving extrapy-
ramidal symptoms (particularly parkinsonism).



S

The pharmacologic actions of the compound of the
present invention were confirmed by the following
methods (Bezold-Jarisch reflex in anesthetized rat).

Male Wistar rats, 9 weeks old, were anesthetized with
urethane 1 g/kg i1.p. and the blood pressure and the 5
heart rate were determined under artificial ventilation.
The transient decreases in heart rate and blood pressure
that were induced by intravenous administration of the
compound of the present invention were evaluated as
indicators of 5-HT3 receptor-mediated responses (Be-
zold-Jarisch reflex; Paintal. A. S., Physiol. Rev., 53, 159
(1973)) and compared with the responses to serotonin
and 2-methylserotonin which 1s a selective 5-HT3 ago-
nist. In addition, it was confirmed by using 5-HT3 recep-
tor antagonists that the changes caused by administra-
tion of the compound of the present invention were
5-H'T'3 receptor-mediated responses.

1) 5-HT3 receptor stimulating action (Bezold-Jarisch
reflex evoking action)

The compound and salt of the present invention,
given intravenously (0.3-30 ug/kg), depressed the heart
rate and blood pressure dose-dependently and these
effects were more prominent than those of serotonin or
2-methylserotonin which is a selective 5-HT3 agonist.
The Bezold-Jarisch (BJ) reflex evoking action of the
compound of the present invention in rats is shown in
the following table. The compound of Example 1 was
about 5-fold as potent as serotonin in the above-men-
ttoned Bezold-Jarisch reflex evoking activity.

10

15

20

25

30
_ BJ reflex evoking activity
Emax (beats/min)
(maximal brady-
EDsg (ug/kg 1.v.) cardiac response)
Compound of Example 1 3.01 205.8 35
Serotonin 15.6 257.9
2-Methylserotonin 374 259.0

2) Eftfects of 5-HT3 receptor antagonists on the action of
the compound of the present invention

The decreases in heart rate and blood pressure as
induced by the compound of the present invention were
competitively inhibited by administering a 5-HT3 recep-
tor antagonist, viz. GR38032F (30 ug/kg 1.v.) or ICS
205-930 (0.1-1 ug/kg 1.v.), 10 minutes before adminis-
tration of the compound of the present invention.

The above results 1) and 2) indicate that the com-
pound of the present invention is a potent and selective
5-H'I'3 receptor agonist.

The compound of the present invention is sparingly
toxic, with an acute toxicity value (the up and down
method) of 50 to 100 mg/kg i.v. for male mice.

The pharmaceutical composition containing one or
more species of the compound and salt of the present
invention as the active ingredient is formulated with the
conventional pharmaceutical carrier, excipient and/or
other additives, into tablets, powders, fine granules,
capsules, pills, solutions, injections, suppositories, oint-
ments, plasters, etc., and administered orally (inclusive
of sublingual administration) or parenterally.

The pharmaceutical carrier or excipient includes a
variety of solid or liquid nontoxic substances for phar-
maceutical use. Among them are lactose, magnesium
stearate, starch, talc, gelatin, agar, pectin, gum arabic,
olive olil, sesame oil, cacao butter, ethylene glycol and
other substances which are commonly employed.

The clinical dosage of the compound of the present
invention is appropriately determined according to the

40

45

50

55

60

65

5,424,431

6

condition, body weight, age, sex, and other factors of
the patient being treated, but generally the daily dosage
for the adult human 15 0.2 to 2 mg for intravenous injec-
tion or 1 to 10 mg for oral administration, to be adminis-
tered in a single dose or in a few divided doses.

FORMULATION EXAMPLES The following are

typical pharmaceutical formulation examples for the
compound of the present invention.

(1) Tablets
Compound of Example ] 0.2 mg
(hereinafter referred to
as compound A)
Lactose 106.4 mg
Corn starch 48.0 mg
Hydroxypropylcellulose 4.8 mg
Magnesium stearate __ 0.6 mg

160.0 mg/tablet

First, 200 mg of compound A, 106.4 g of lactose and
48 g of corn starch are evenly blended and, after adding
48 ml of a 10% aqueous solution of hydroxypropylcel-
lulose the mixture 1s granulated using a granulating
machine. Then, 0.6 g of magnesium stearate is added to
the granules and the whole mixture is compression-
molded to provide tablets each weighing 160 mg (1000

tablets).

(2) Powders

Compound A 0.4 mg
Mannit 770.0 mg
Corn starch 199.6 mg
Polyvinylpyrrolidine 30.0 mg
1000.0 mg

First, 0.4 g of compound A, 770 g of mannit and 199.6
g of corn starch are evenly blended and then, 300 ml of
a 10% aqueous solution of polyvinylpyrrolidone 1is
added. The mixture is then granulated using a granula-
tion machine to provide powders (1 kg).

(3) Capsules

- Compound A 0.2 mg
Corn starch 198.8 mg
Calcium stearate 1.0 mg

200.0 mg

First, 0.2 g of compound A, 198.8 g of corn starch
and 1 g of calcium stearate are evenly blended and the
mixture 1s filled in 200 mg portions into No. 3 capsule
shells to provide capsules (1000 capsules).

(4) Syrup

Compound A 0.2 mg
Sucrose 8.0 mg
Water to make 5 mi

A syrup is prepared by dissolving 0.2 g of compound
A and 8 g of sucrose in sufficient pure water to make 5
1.

(5) Injectable solution for intravenous administration

0.3 mg
9 mg

Compound A
Sodium chloride



J),424,431

7 8
-continued Example 2
(5) Injectable solution for intravenous administration
Distilled water for injection to make 1.0 ml
| 5
First, 300 mg of compound A and 9 g of sodium NHCNH_< D
chloride are dissolved in sufficient distilled water for

injection use to make 1000 ml. After filtration, this solu-
tion is filled in 1 ml portions into ampuls to provide

injections. In the process, air in each ampul is replaced 10

with nitrogen gas. The ampuls are then heat-sterilized
by autoclaving (1000 ampuls).

EXAMPLES

The following examples are intended to describe the
present invention in further detail.

15

Example 1

el D

HOOC(I'i‘,H 95

HCCOOH

20

OCH3

(1) To 50 ml of acetone were added 2.46 g of o-anisi-
dine and 3.75 g of benzoyl isothiocyanate, and the mix-
ture 1s stirred under reflux for 2 hours and, then, al-
lowed to stand overnight in a refrigerator at 5° C. The
resulting crystals were collected by filtration, washed
with cold acetone and dried under reduced pressure.
The crystals were added to 50 ml of 30% methylamine-
methanol and the mixture was stirred at room tempera-
ture overnight. The reaction mixture was concentrated
to dryness under reduced pressure, and the residue was
washed with ethanol-ethyl acetate and dried under
reduced pressure. The procedure provided 2.08 g of
N-(o-methoxyphenyl)thiourea.

Physicochemical properties: !H Nuclear magnetic
resonance spectrum (6, DMSO-dg): 3.84 (s, 3H),
6.80-7.24 (m, 3H), 7.76-7.88 (dd, 1H) Mass spectrum
(FAB): m/z 183 (M+ 1)

(2) To 2 ml of ethanol were added 0.6 g of 3-bromo-1-
methylpiperidin-4-one hydrobromide and 0.37 g of the
compound synthesized in (1) and the mixture was
stirred at 80° C. for 30 minutes. The mixture was then
concentrated to dryness under reduced pressure, and
the residue was diluted with aqueous sodium hydrogen-
carbonate solution and extracted with ether. The ex-
tract was dried over anhydrous magnesium sulfate and
concentrated to dryness under reduced pressure. The
- residue was treated with a suitable amount of fumaric
acid in methanol-acetonitrile and the resulting crystals
were collected by filtration to provide 0.25 g of 2-(o-
methoxyanilino)-5-methyl-4,5,6,7-tetrahydro-
thiazolo[5,4-c]pyridine fumarate.

Physicochemical  properties:
185°-190° C. (decomp.)

30

35

40

45

30

35

Melting  point:

60

Elemental analysis (for C14H17N308 - C4H404.0.6H,0):
C(%) H(%) - N(%)

53.76 2.56 10.45
53.75 5.33 10.53

Calcd.
Found

65

- Mass spectrum (EI): m/z 275 (M +, free compound)

OCH3

(1) To 11 ml of ethanol were added 0.86 g of thiourea
and 3.08 g of 3-bromo-1-methylpiperidin-4-one hydro-
bromide, and the mixture was stirred under reflux for 1
hour. The reaction mixture was then concentrated to
dryness under reduced pressure, and the residue was
diluted with aqueous sodium carbonate solution and
extracted with dichloromethane.

The organic layer was concentrated to dryness under
reduced pressure and subjected to column chromatog-
raphy (silica gel; chloroform-methanol) to provide 0.56
g of 2-amino-5-methyl-4,5,6,7-tetrahydrothiazolo|5,4-
clpyridine as powders.

Physicochemical properties: !H Nuclear magnetic
resonance spectrum (0CDCIl3): 2.50 (s, 3H), 2.60-2.80
(m, 4H), 3.40-3.50 (m, 2H) Mass spectrum (EI): m/z 169
(M)

(2) To 5 ml of dichloromethane were added 0.17 g of
the compound obtained in (1) and 0.15 g of (o-methox-
yphenyl) isocyanate and the mixture was stirred at
room temperature overnight. The reaction mixture was
then concentrated to dryness under reduced pressure,
subjected to column chromatography (silica gel; chlo-
roform-methanol) and washed with ethyl acetate. This
procedure provided 0.25 g of N-(o-methoxyphenyl)-N'-
(5-methyl-4,5,6,7-tetrahydrothiazolol5,4-cJpyridin-2-
yDurea melting at 201°-203° C.

Physicochemical properties:

Elemental analysis (for C15sH13gN4O2S):

C(%) (%) N(%) S(%)
Calcd. 56.58 5.70 17.60 10.07
Found 56.38 5.64 17.46 10.14
Mass spectrum (EI): m/z 318 (M)
Example 3
CH
CONH—< I
N
OCHj;

To a solution of 0.15 g of o-methoxybenzoic acid in 2
ml of DMF was added 0.16 g of HOBT followed by
addition of 0.25 g of DCC. After 30 minutes, 0.17 g of
the compound obtained in Example 2-(1) was added and
the mixture was stirred at room temperature overnight.
The reaction mixture was then poured in ethyl acetate-
water and the insolubles were filtered off. After phase
separation, the aqueous layer was extracted with chlo-
roform. The organic layers were combined and concen-
trated to dryness under reduced pressure, and the resi-
due was subjected to column chromatography (silica
gel; chloroform-methanol) and washed with etheriso-
propyl ether to provide 0.14 g of N-(5-methyl-4,5,6,7-
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tetrahydrothiazolo|5,4-c]pyridin-2-yl)-o-methoxyben-
zamide melting at 164°-166° C.
Physicochemical properties:

. 3
__Elemental analysis {(for Ci5sH17N30,S - 0.4H50):
C(%) H(%) N(%) S(%)
Calcd. 58.01 5.78 13.53 10.32
Found 58.05 5.51 13.37 10.35
10
Mass spectrum (EI): m/z 303 (M +)
Example 4
O 3 ~CH3 15
N
NHg—< I .%HOOCh}H
N CHCOOH
OCHj3; 20

(1) To 8 ml of water were added 1.02 g of the com-
pound obtained in Example 2-(1), 1.14 g of cuprous
bromide and 5.1 ml of 48% aqueous hydrogen bromide
solution. To this solution, 0.62 g of sodium nitrite was
added in small portions at —5° C. The temperature was
increased to 20° C. over a period of 30 minutes, and the
reaction mixture was neutralized with sodium hydro-
gencarbonate and extracted with chloroform. The ex-
tract was concentrated to dryness under reduced pres-
sure and purified by column chromatography (silica gel;
chloroform-methanol) to provide 0.96 g of 2-bromo-5-
methyl-4,5,6,7-tetrahydrothiazolo[5,4-c]pyridine.

Physicochemical properties:

'H Nuclear magnetic resonance spectrum (0,
CDCl3): 2.50 (s, 3H), 2.8-3.0 (m, 4H), 3.55~-3.75 (m, 2H)
Mass spectrum (EI): m/z 232, 234 (M +)

(2) In an argon stream, 4.5 ml of 15% n-butyllithium-
hexane was added to 80 m! of dry ether at —60° C. At
—70° C., a solution of 0.95 g of the compound obtained
in (1) 1n 15 mi of dry ether was added dropwise over a
period of 1 hour. This solution was dropped onto dry
ice i dry ether and, 30 minutes later, hydrogen chlo-
ride-ethyl acetate was added. The resulting solution was
concentrated to dryness under reduced pressure and a
portion thereof (0.59 g) was added to 5 ml of DMF.
Then, 0.25 g of triethylamine, 0.24 g of HOBT and 0.37
g of DCC were serially added. Finally 0.22 g of anisi-
dine was added and the mixture was stirred at room
temperature overnight.

The reaction mixture was poured in water and ex-
tracted with chloroform. The organic layer was con-
centrated to dryness under reduced pressure. The resi-
due was purified by column chromatography (silica gel;
chloroform-methanol) and treated with a suitable 55
amount of fumaric acid in methanol to provide 0.17 g of
N-(o-methoxyphenyl)-5-methyl-4,5,6,7-tetrahydro-
thiazolo[5,4-c|pyridine-2-carboxamide hemifumarate.

25

30

35

45

50

Physicochemical  properties:  Melting  point:
196°-198° C. 60
Elemental analysis (for CisHj7N303S - 3C4H404):
C(%) H(%) N(%) S(%)
Calcd. 56.50 5.30 11.63 8.87 65
Found 57.04 5.72 11.56 8.51 |

Mass spectrum (EI): m/z 303 (M +, free compound)

10
Example 5

1

OCH: 2HCI -

In 40 m! of acetone, 4.0 g of 1-(0-methoxyphenyl)thi-
ourea and 3.0 g of dichloroacetone were stirred to-
gether at room temperature for 2 days. The resulting
crystals were recovered by filtration and dissolved in 60
ml of ethanol containing 9.3 g of piperidine. Then, the
solution was stirred at room temperature for 20 hours.

The solvent was distilled off under reduced pressure,
and the residue was diluted with water, made basic with
potassium -carbonate and extracted with ether. The
ether layer was dried over anhydrous magnesium sul-
fate and concentrated under reduced pressure, and the
residue was treated with hydrochloric acid and recrys-
tallized from ethanol to provide 6.3 g-of 2-(o-methox-
yanilino)-4-piperidinomethylthiazole dihydrochloride.

Physicochemical  properties:  Melting  point:
166°-169° C.
Elemental analysis (for C16H23N30SCly):
C{%) H(%) N(%) O(%) S(%) Cl{(%)
Caled.  51.06 6.16 11.17 4.25 8.52 18.84
Found  51.08 020 11.12 8.48 18.30
Example 6

In 20 ml of ethanol, 0.5 g of 1-(o-ortho-methoxy-
phenyl)thiourea and 0.77 g of 2-bromoacetylpyridine
hydrobromide were refluxed together for 1 hour. The
solvent was then distilled off under reduced pressure,
and the residue was diluted with water, made basic with
potassium carbonate and extracted with ethyl acetate.

The ethyl acetate layer was dried over anhydrous
magnesium sulfate and concentrated under reduced
pressure, and the residue was recrystallized from etha-
nol to provide 0.71 g of 2-(o-methoxyanilino)-4-(2-

pyridyl)thiazole.
Physicochemical  properties:  Melting  point:
165°-166° C.
Elemental analysis (for C1sH13N308S):
C(%) H(%) N(%) S(%)
Calcd. 63.58 4.62 14.83 11.32
Found 63.66 4.60 14.90 11.26
We claim:

1. The compound or a pharmaceutically acceptable
salt thereof of the formula
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wherein Ry is a lower alkoxy group, R? and R3 com-

bined together is a group of the formula

J,424,431
12

—(CHz)m—N-—(CHa3),,
R4

3
(wherein m and n each means 1 or 2 and R* means a

lower alkyl group), and X is a group of the formula
~——NH— or the formula

10 O
)
—C—NH—.

2. 2-(O-Methoxyanilino)-5-methyl-4,5,6,7-tetrahydro-
thiazolo[5,4-c]pyridine fumarate.
3. N-(5-Methyl-4,5,6,7-tetrahydrothiazolof5,4-c]pyri-

din-2-yl)-o-methoxybenzamide.
% ¥ ® *® X
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